Synthesis and Chemical Information Data

Synthesis of methyl 3-methoxy-5-nitrobenzoate (2)
To a solution of methyl 3, 5-dinitrobenzoate (4.520 g, 20 mmol) in dry methanol (50 mL) was added lithium methoxide (2.2 M in methanol, 19 mL). The reaction solution was refluxed under an argon atmosphere for 4 h.
After being cooled to room temperature, the solution was acidified with 1M HCl to pH=7 and extracted with ether (50 mL × 2). The combined extracts were washed with ice-cold saturated aqueous sodium bicarbonate and brine. The organic layer was dried over anhydrous Na 2 SO 4 , filtered, and concentrated in vacuo. The residue was purified by flash chromatography over silica gel (petroleum/EtOAc = 40:1  20:1) to give methyl 3-methoxy-5-nitrobenzoate 2 (2.53 g, 60%). 1 H NMR (400 MHz, CDCl 3 ) δ 8.44 (s, 1H), 7.91 (t, J = 2.2 Hz, 1H), 7.88 (m, 1H), 3.98 (s, 3H，CH 3 OOC), 3.95 (s, 3H, CH 3 O).
Synthesis of (3-methoxy-5-nitrophenyl) methanol (3)
To a solution of 2 (2.53 g, 12.0 mmol) in a mixed solvent (CH 2 Cl 2 /CH 3 OH = 9:1(V/V), 36 mL), was added sodium hydroxide (720 mg, 18.0 mmol). The reaction mixture was stirred at room temperature for 3 h. After the solvent was removed in vacuo, the residue was diluted with water (30 mL). The solution was extracted with diethyl ether (30 mL). The aqueous phase was cooled in an ice-bath, acidified to pH=2-3 with 1M HCl and extracted with AcOEt (30 mL × 2). The combined extracts were dried over anhydrous Na 2 SO 4 , filtered, and concentrated in vacuo. 3-Methoxy-5-nitrobenzoic acid (2.32 g, 11.76 mmol, 98%) was obtained and used directly in next step without further purification. 1 H NMR (400 MHz, DMSO-d 6 ) δ 13.80 (s, 1H, COOH), 8.21 (s, 1H), 7.94 (s, 1H), 7.81 (s, 1H),
(s, 3H, CH 3 ).
To a suspension of NaBH 4 (889.7 mg, 23.52 mmol) in dry THF (20 mL) at 0°C was added a solution of 3-methoxy-5-nitrobenzoic acid (2.32 g, 11.76 mmol) in THF (20 mL) and BF 3 ·OEt 2 (3.8 mL, 30.68 mmol). The resulting mixture was warmed to 25 °C and stirred for 1 h. The reaction was quenched with 1 M HCl (50 mL). The aqueous phase was extracted with dichloromethane (30 mL × 2). The combined organic layer was then washed with saturated aqueous Na 2 CO 3 , dried over anhydrous MgSO 4 . After the solvent was evaporated in vacuo, (3-methoxy-5-nitrophenyl) methanol 3 was obtained as an orange solid (1.94 g, 10.6 mmol, 99%). 1 H NMR (400 MHz, CDCl 3 ) δ 7.84 -7.80 (m, 1H), 7.63 (t, J = 2.2 Hz, 1H), 7.25 (d, J = 0.9 Hz, 1H), 4.77 (s, 2H, CH 2 ), 3.90 (s, 3H, CH 3 ).
Synthesis of 1-benzyl-3-methoxy-5-nitrobenzene (4)
3 (1.94 g, 10.6 mmol) and dry benzene (10 mL) were added to a flask equipped with a reflux condenser and a base trap. AlCl 3 (2.9 g, 21.2 mmol) in anhydrous CH 2 Cl 2 (20 mL) was added portion-wise at 0°C under an argon atmosphere. The reaction mixture was then heated to 80°C and stirred for 5 h. After being cooled to room 3 temperature, the mixture was poured into cold water (20 mL) and stirred for 30 min. The aqueous phase was extracted with AcOEt (20 mL  3). The combined organic layer was washed with H 2 O (30 mL) and brine (20 mL), and then dried over anhydrous Na 2 SO 4 , filtered and evaporated in vacuo. The residue was purified by flash chromatography over silica gel (petroleum/EtOAc = 40:110:1) to give 1-benzyl-3-methoxy-5-nitrobenzene 4 (1.35 g, 5.6 mmol, 53% 
Synthesis of 3-amino-5-benzylphenol (5)
To a solution of compound 4 (1.35 g, 5.6 mmol) in methylene chloride (10 mL) was added slowly a solution of BBr 3 in dichloromethane (1.0 M, 28 mL, 28 mmol) at -80°C. The resulting red solution was warmed to 0°C and stirred for 12 h. Saturated aqueous sodium bicarbonate (50 mL) was added at 0°C. The solution was extracted with dichloromethane (20 mL  3). The combined organic layer was dried over anhydrous magnesium sulfate, filtered and concentrated in vacuo. The residue was purified by flash chromatography over silica gel 
Synthesis of compounds 12a-12c
To a solution of compound 3 (366 mg, 2 mmol) in CH 2 Cl 2 (5 mL) was added Celite® (520 mg) and PCC (518 mg, 2. To a stirred suspension of CH 3 CH 2 PPh 3 Br (445 mg, 1.2 mmol) in THF (4 mL) was added n-BuLi in hexane (2.5 M, 0.5 mL) at 0 °C. The mixture was stirred for 30 min. Then a solution of 3-methoxy-5-nitrobenzaldehyde (144.8 mg, 0.8 mmol) in THF (2 mL) was added. The reaction mixture was warmed to room temperature. After HCl (1M, 10 mL) was added, the organic phase was separated. The aqueous phase was extracted with ethyl acetate (20 mL).
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The combined organic layer was washed with water, aqueous NaHCO 3 , brine respectively, and dried over anhydrous Na 2 SO 4 . The solvent was removed in vacuo. The residue was purified by flash chromatography over silica gel to afford 1-methoxy-3-nitro-5-(prop-1-en-1-yl)benzene 10a. 1 To a solution of compound 10a (216 mg, 1.12 mmol) in methylene chloride (4 mL) was added slowly a solution of BBr 3 in dichloromethane (1.0 M, 5.6 mL, 5.6 mmol) at -80°C. The resulting red solution was warmed to 0°C and stirred for 12 h. Saturated aqueous sodium bicarbonate (10 mL) was added at 0°C. The solution was extracted with dichloromethane (10 mL  3). The combined organic layer was dried over anhydrous magnesium sulfate, filtered and concentrated in vacuo. The residue was purified by flash chromatography over silica gel (petroleum/EtOAc = 20:15:1) to give 3-nitro-5-(prop-1-en-1-yl)phenol.
A solution of 3-nitro-5-(prop-1-en-1-yl)phenol (118 mg, 0.66 mmol) and 10% Pd/C (30 mg) in a mixed solvent (CH 3 OH/CH 2 Cl 2 = 1:1(V/V), 2 mL) was purged with H 2 three times. The reaction mixture was stirred with a balloon of H 2 at room temperature for 4 h. The reaction mixture was filtered and concentrated in vacuo. The 3-amino-5-propyl-phenol 11a was obtained and directly used in next step without further purification.
To solution of 3-amino-5-propyl-phenol 11a (75.5 mg, 0.5 mmol) and triethylamine (76.3 μL, 0.55 mmol) in THF (2 mL) was added slowly a solution of cyclohexanecarbonyl chloride (80 mg, 0.55 mmol) in THF (1 mL) at 0 C. After the reaction mixture was stirred for 3 h at room temperature, the reaction was quenched with water (10 mL).
The mixture was extracted with EtOAc (15 mL  2). The combined organic layer was dried over anhydrous Na 2 SO 4 and filtered. After the solvent was removed in vacuo, the crude product was purified by column chromatography (petroleum/EtOAc=20:12:1) to afford N- (3-hydroxy-5-propylphenyl) To a solution of compound 13 (385 mg, 1.5 mmol) in methylene chloride (4 mL) was added slowly a solution of To solution of (3-amino-5-hydroxyphenyl)(phenyl)methanone (106 mg, 0.5 mmol) and triethylamine (76.3 μL, 0.55 mmol) in THF (2 mL) was added slowly a solution of benzoyl chloride (63 μL, 0.55 mmol) in THF (1 mL) at 0 C.
After the reaction mixture was stirred for 3 h at room temperature, the reaction was quenched with water (10 mL). The mixture was extracted with EtOAc (15 mL  2). The combined organic layer was dried over anhydrous (by HPLC).
Synthesis of N-(3-hydroxy-5-(hydroxy(phenyl)methyl)phenyl)benzamide (15)
HO H N O HO
To a stirred solution of compound 14 (317 mg, 1 mmol) in methanol (3 mL) was added sodium borohydride (91 mg, 1.2 mmol) in portions at 0°C. The resulting mixture was warmed to room temperature and stirred for 1 h.
Excessive sodium borohydride was then quenched with water (10 mL). The solution was extracted with ethyl acetate (10 mL  2). The combined organic layer was washed with water (20 mL  2) and brine (10 mL), dried To a solution of methyl 3-amino-5-benzylbenzoate (120 mg, 0.5 mmol) and triethylamine (76.3 μL, 0.55 mmol) in THF (2 mL) was added slowly a solution of benzoyl chloride (63 μL, 0.55 mmol) in THF (1 mL) at 0 C. After the reaction mixture was stirred for 3 h at room temperature, the reaction was quenched with water (10 mL). The mixture was extracted with EtOAc (15 mL  2). The combined organic layer was dried over anhydrous Na 2 SO 4 and filtered. After the solvent was removed in vacuo, the crude product was purified by column chromatography (petroleum/EtOAc=40:110:1) to afford methyl 3-benzamido-5-benzylbenzoate as a white solid (112 mg, 65%). To a solution of methyl 3-benzamido-5-benzylbenzoate (112 mg, 0.33 mmol) in a mixed solvent (CH 2 Cl 2 /CH 3 OH = 9:1(V/V), 2 mL), was added sodium hydroxide (20 mg, 0.5 mmol). The reaction mixture was stirred at room temperature for 3 h. After the solvent was removed in vacuo, the residue was diluted with water (10 mL). The solution was extracted with diethyl ether (10 mL). The aqueous phase was cooled in an ice-bath, acidified to pH=2-3 with 1M HCl and extracted with AcOEt (10 mL × 2). The combined extracts were dried over anhydrous Na 2 SO 4 , filtered, and concentrated in vacuo to afford 3-benzamido-5-benzylbenzoic acid as a white solid. m.p. (3, 5-Dinitrophenyl)methanol (970 mg, 4.9 mmol) and dry benzene (5 mL) were added to a flask equipped with a reflux condenser and a base trap.
Synthesis of 3-benzamido-5-benzylbenzoic acid (19)
H
H NMR (400 MHz
AlCl 3 (978 mg, 7.4 mmol) in anhydrous CH 2 Cl 2 (15 mL) was added portion-wise at 0°C under an argon atmosphere.
The reaction mixture was then heated to 80°C and stirred for 5 h. After being cooled to room temperature, the mixture was poured into cold water (20 mL) and stirred for 30 min. The aqueous phase was extracted with AcOEt (15 mL  3). The combined organic layer was washed with H 2 O (15 mL) and brine (10 mL), and then dried over anhydrous Na 2 SO 4 , filtered and evaporated in vacuo. The residue was purified by flash chromatography over silica gel (petroleum/EtOAc = 20:110:1) to give 1-benzyl-3, 5-dinitrobenzene as a red solid.
3-Benzyl-5-nitroaniline was synthesized according to a reported method [1] . To a mixture of 1-benzyl-3, 5-dinitrobenzene (456 mg, 2 mmol) and iron phthalocyanine (FePc) (0.5 mol %) in water/ethanol (V/V=1:1, 15 mL) was added hydrazine hydrate (200 mg, 4 mmol) was added. The reaction solution was refluxed at 120 C. After the completion of the reaction as indicated by TLC analysis, the reaction mixture was cooled to room temperature and extracted with ethyl acetate (25 mL  2). The combined extracts were dried over anhydrous Na 2 SO 4 , filtered, and concentrated in vacuo to afford 3-Benzyl-5-nitroaniline as a green solid.
To a solution of 3-benzyl-5-nitroaniline (342 mg, 1.5 mmol) and triethylamine (229 μL, 1.65 mmol) in THF (6 mL) was added slowly a solution of benzoyl chloride (189 μL, 1.65 mmol) in THF (3 mL) at 0 C. After the reaction mixture was stirred for 3 h at room temperature, the reaction was quenched with water (10 mL). The mixture was extracted with EtOAc (25 mL  2). The combined organic layer was dried over anhydrous Na 2 SO 4 and filtered.
After the solvent was removed in vacuo, the crude product was purified by column chromatography (petroleum/EtOAc=40:110:1) to afford N- (3-benzyl-5- 
Mtb-InhA inhibition assay
The expression, isolation and purification of Mtb-InhA were performed as described in the reference. [2] The substrate 2-trans-octenoyl coenzyme A (C8-CoA) was synthesized according to the reported procedure. [3] [4] The assays were performed via the comparison of the reduction rate of C8-CoA by NADH catalyzed by InhA with or without the tested compound. The percentage of InhA inhibition was measured by monitoring the transformation of NADH to NAD+. [5] Triclosan was used as the positive control. The reaction system consisted of 100 nM InhA, 50 μM inhibitor and 250 μM NADH in the buffer with 30 mM PIPES, 150 mM NaCl and 1 mM EDTA (pH 6.8). After being incubated at 25°C for 5 minutes, C8-CoA was added to the solution and the final concentration was 25 μM. The blank control was performed at the same conditions without the inhibitor. The inhibitory activity against Mtb-InhA was determined by observing the changes of UV absorbance at 340 nm. 
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